A 25-year-old woman of North African origin, with no personal or family history, successively developed noninfectious abscess-like formations involving multiple organs including the CNS.
First, she developed large pustular and ulcerative skin lesions evocative of pyoderma gangrenosum (PG) (figure, A and B) with hyperthermia up to 38.5°C. Skin biopsies revealed a sterile nonfollicular neutrophilic infiltration of the dermis (figure, C and D), supporting this diagnosis. Blood samples showed an inflammatory reaction, but all infectious explorations were negative. A chest-abdomen-pelvis CT scan revealed numerous nodular splenic formations (figure, E). Corticosteroids (1 mg/kg/d) were initiated for the treatment of PG, and the patient rapidly improved with healing of the cutaneous lesions and regression of the splenic abscesses (figure, F).
Seven months later, she presented with meningeal syndrome with hyperthermia. Brain MRI was normal. CSF analysis revealed meningitis with 800 leukocytes (90% neutrophils) and hypoglycorrhachia at 1.5 mmol/L, but which was sterile with a negative universal PCR. The diagnosis of aseptic meningitis was considered. Nonetheless, the patient was treated with amoxicillin, cefotaxime, and dexamethasone for 10 days with a spectacular improvement after 24 hours.
Six months later, she presented with progressively worsening headache associated with spatiotemporal disorientation and hyperthermia. Brain MRI revealed hydrocephalus secondary to a voluminous gadolinium-enhancing hypothalamic-pituitary multiloculated lesion (figure, G). The endocrinologic workup showed global pituitary insufficiency requiring supplementation by hydrocortisone, levothyroxine, and sex hormones. CSF analysis revealed pleocytosis with 90 leukocytes/mm 3 (75% lymphocytes), an increased IgG index (0.77), and oligoclonal bands. Direct microbiologic analyses and cultures were negative in blood and CSF, including mycobacteria. The QuantiFERON ® -TB test was negative. A transsphenoidal biopsy of the pituitary lesion highlighted multiple microabscesses infiltrating and destroying the normal anterior pituitary tissue. Microabscesses were characterized by a central area of necrotic debris and neutrophils surrounded by a chronic inflammatory infiltrate of plasma cells and macrophages; there was no granuloma (figure, I-K). Cultures were sterile, and the universal and mycobacteria PCR were negative. Remarkably, the patient spontaneously improved with the disappearance of disorientation and headaches and vanishing of the multiloculated lesion (figure, H), without any specific treatment except substitutive hormonal replacement; hydrocortisone is not believed to have anti-inflammatory properties at this dose. The initially considered diagnoses were ruled out. First, microbiologic investigations, including mycobacteria, were not suggestive of a septic origin. Second, clinical examination and biological, radiologic, and neuropathologic features were not supportive of sarcoidosis-no granuloma-Behcet disease, and histiocytosis. Finally, there was no evidence of malignancy, including lymphoma to date, nor immunodeficiency.
Discussion
In the light of the remarkable history of multiple abscess-like lesions, involving the skin, spleen, meninges and CNS, the extensive microbiologic workup that remained negative, the histopathologic features, and the corticosensitivity, we finally settled on the diagnosis of aseptic abscesses (AA) syndrome. We did not perform genetic explorations, and therefore, we cannot exclude the possibility of an associated monogenic autoinflammatory disorder or immunodeficiency syndrome. AA is a rare autoinflammatory disease mainly affecting young adults. It is characterized by recurrent attacks of fever and deep round aseptic lesions potentially involving all organs.
1 A neutrophilic dermatosis, such as PG, may be associated. 1, 2 Extensive microbiologic workups remain negative, and antibiotics fail to cure patients but relapses can be prevented by corticosteroids and immunosuppressive drugs such as TNF-α antagonists or IL-1 receptor antagonists. 1, 3 There is no specific feature to distinguish a septic from an aseptic abscess on MRI, although it would be helpful in establishing the diagnosis and eventually preventing the need for biopsies.
The pathophysiology of AA remains unknown but seems to be a multifactorial combination of neutrophil dysfunction, inflammation, and genetic predisposition.
2,4,5 AA shares some features with other entities such as pyogenic arthritis, pyoderma gangrenosum, and acne syndrome-a monogenic autoinflammatory disorder characterized by PG, acne, and pyogenic sterile arthritis-Behçet disease, and neutrophilic dermatosis such as PG or Sweet syndrome. Neurologic involvement in those neutrophilic diseases has already been described in BD 6 and in SS. 7 These entities widely overlap with AA, sharing features including a neutrophilic infiltrate, a high incidence of aseptic splenic abscesses, and corticosensitivity. The clinical and radiologic presentations were not supportive of neuro-Behcet and we decided to retain the diagnosis of AA because the diagnostic criteria for neuro-Sweet 7 were not fulfilled, although there is a continuum between PG, SS, and AA.
In conclusion, our case emphasizes the possibility of CNS involvement of AA syndrome and highlights the need of an early diagnosis to rapidly start an appropriate treatment.
